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A i^iynMFT^iTS TO THE CLAIMS 

1 CPreviously Presented) A phannaceutical composiiion comprising a compound of 
Formula I, 



O Q 

R 



(I) 

wherein 

A is a MetAP-2 inhibitory core; 
W is O or NR; 

each R is, independently, hydrogen or alkyl; 
Z is -C(0)- or -alkylene-C(O)-; 

P is NHR, OR or a peptide consisting of one to about one hundred axnino acid residues 

connecied at the N-temunus to Z; 

Q is hydrogen, Unear, branched or cycUc alkyl or aryU provided that when P is -OR, Q i3 

not hydrogen; 
or 

Z is -alkylene-O- or -aikylene-NCR)s 

P is hydrogen or a peptide consisting of from one to about one hundred amino acid 
residues connected to Z at the carboxyl terminus; 

Q is hydrogen, Unear, branched or cyclic alkyl or aryl, provided that when P is hydrogen, 

Q is not hydrogen; 

or a pharmaceutically acceptable salt thereof, 
and a pharmaceutically acceptable carrier. 

2. (Previously Presented) The pharmaceutical composition of Claim ) wherein Z is 
~C(py or Ci-C4-alkylene-C(0)-. 
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3. (Previously Pi^sented) The phannaceaticai composition of Claim 2 wherein Z is - 
C(0)- or Ci-Ca-alkylene-CCO)-. 

4. (Previously Presented) The pharmaceutical composition of Claim 2 wherein Q is 
linear, branched or cyclic C,-C6-alkyI. phenyl or naphthyl. 

5. (Previously Presented) The pharmaceutical composition of Claim 4 wherein Q is 
isopropyl, phenyl or cyclohexyl. 

6. (Previously Presented) The pharmaceutical composition of Claim 1 wherein Z is 
Ci-Cft-aUcylene-O- or d-Ce-allcylene-NR-. 

7. (Previously Presented) The pharmaceutical composition of Claim 6 wherein 2 is 
C,-C4-alkylene-0- or Cj-C^-alkylene-NH-- 

8. (Previously Presented) The pharmaceutical composition of Claim 7 wherein Z is 
C)-C2-alkylene-0- or Ci-Cj-alkylene-NH. 

9. (Previously Presented) The pharmaceutical composition of Claim 6 wherein Q is 
linear, branched or cyclic Ci-Cb-alkyl , phenyl or naphthyl. 

10. (Previously Presented) The pharmaceutical composition of Claim 9 wherein Q is 
jsopropyl. phenyl or cyclohexyl. 

1 1 . (Previously Presented) The pharmaceutical composition of Claim I wherein each 
R is, independently, hydrogen or linear, branched or cyclic C,-C6-aUcyl. 

12. (Previously Presented) The pharmaceutical composition of Claim 1 1 wherein 
each R is, independently, hydrogen or linear or branched C,-C4-alkyl. 

13. (Previously Presented) The pharmaceutical composition of Claim 12 wherein 
each R is, independently, hydrogen or methyl. 

1 4. (Previously Presented) The pharmaceutical composiuon of Claim 1 3 wherein 
each R is hydrogen. 
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15. (Cunently Amended) The pbannaceutical composition of Claim 1 ^^beiein A is 




of Formalfl- 11, 

(10 

Ri is hydiogen or alkoxy; 
Rj is hydrogen or hydroxy; 
Ra is hydrogen or aUcyl; and 

D is linear, cyclic r,.r.-alkvL or branched alkyl or arylalkyU or D is of the strucmre 




CH3 



1 6. (Previously Presented) The pharmaceutical coroposition of Claim 1 5 wherein R, 
is Ci-C4-alkQxy. 

17. (Previously Presented) The pharmaceutical composition of Claim 16 wherein Ri 
is methoxy. 

1 8. (Previously Presented) The pharroaceuiical composition of Claim 1 5 wherein Rs 
is hydrogen or Ci-C-,-alkyl. 

19. (Previously Presented) The pharmaceutical composition of Claim 1 8 wherein R3 
is methyl. 
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20. (Previously Presented) The phannaceutical composition of Claim J 5 wherein D is 
linear, branched or cyclic C.-Ct-alkyU or aryl-C,-C4-allcyl. 

21. CPreviously Presented) The pharmaceutical composition of Claim J wheieinAis 
selected from the group consisting of 
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wherein 

p is an imeger from 0 to 10; 

R, is hydrogen, -OH or CrC4-alkoxy; 

X is a leaving group; and 

K2 is H, OH, amino, CrC, alkylamino or ditCrC4-alkyl)ammo. 



22. (Previously Presented) The pharmaceutical composition of Claim 21 Nvherein A is 
of the formula 



CMS 




23 (Previously Presented) The phannaceuiical composition of Claim 1 wherein P 
comprises from 1 to about 20 amino acid residues. 

24. (Previously Presented) The pharmaceutical composition of Claim 23 wherein P 
comprises an amino acid sequence which is a substrate for a matrix metalloprotease. 

25. (Previously Presented) The pharmaceutical composition of Claim 24 wherein the 
matrix metalloprotease is selected from the group consisting of MMP-2, MMP-l . MMP-3, 
MMP-7, MMP-fi, MMP-9. MMP-12, MMP-13 and MMP-26. 

26. (Previously Presented) The pharmaceutical composition of Claim 25 wherein the 
matrix metalloprotease is MMP-2 or MMP-9. 

27. (Previously Presented) The pharmaceutical composition of Claim 26 wherein P 
comprises the sequence -Pro-Leu-Gly-Xaa-, wherein Xaa is a naturally occurring ammo acid 
residue. 

28. (Currently Amended) The pharmaceutical composition of Claim 27 wherein P 
comprises the sequence Pro-Cha-Ala-Abu-Cys(Me)-His-Ala (SEQ ID NO:16)r. 
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29. (Previously Presented) A phaitnaceotical composition comprising a compound of 

the formula 




wherein 

W isOorNR; 

each R is, independently hydrogen or a CrC4-aUcyU 

Q is hydrogen; linear, branched or cycUc Ci-CcallcyU or aryl; 

Ri is hydroxy, CrC4-alkoxy or halogen; 

Z is -CCO> or C rC4-alkylene; 

P is NHR, OR, or a peptide comprising I to 100 amino acid residues attached to Z at the 

N'lerminus; or 

Z is alkylene-O or alkylene-MR; and 

P is hydrogen or peptide comprising I to 1 00 amino acid residues attached to Z at the 

terminus; ^ . xttjo 

or a phannaceuticaUy acceptable salt thereof; provided that ^vhen P is hydrogen, NHR or 

OR» Q is not hydrogen; 

and apharmaceutically acceptable carrier. 



30. (Previously Presented) The pharmaceutical composition of Claim 29 wherein 
WisOorNH; 

Z is alkylene-O or alkylene-NH; 
Q is isopropyl; 
Ri is methoxy; and 

P comprises from I to 15 amino acid residues. 

3 1 , (Previously Presented) The pharmaceutical composition of Claim 30 wherein 
W is O, and 



S 
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P comprises 10 or fewer amino acid residues. 

32. {Previously Presemed) The pharmaceutical composition of Claim 29 wherein P 
comprises from I to about 20 amino acid residues. 

33 . (Previously Presented) The pharmaceutical compositiott of Claim 32 wherein P 
comprises an amino acid sequence which is a substrate for a matrix metalloprotease. 

34. (Previously Presented) The pharmaceutical composition of Claim 33 wherein the 
manix metalloprotease is selected from the group consisting of MMP-2, MMP-1. MMP-3, 
MMP-7, MMP-8, MMP-9, MMP-12. MMP-13 and MMP-26. 

35. (Previously Presented) The pharmaceutical composition of Claim 34 wherein the 
matrix metalloprotease is MMP-2 or MMP-9. 

36. (Previously Presented The pharmaceutical composition of Claim 35 wherein P 
comprises the sequence -Pro-Leu-Gly-Xaa-, wherein Xaa is a naturally occuiriuB amino acid 
residue. 

37. (Currently Amended) The pharmaceutical composition of Claim 36 wherein P 
comprises the sequence Pro-Cha-Ala-Abu-Cys(Me)-His-Ala (SEQ ID NO: 1 6)t. 

3 8 (Currently Amended) A pharmaceutical composition comprising a compound 
selected from the group consisring of 

{(3J?, 45, 5S, 6J?)-5-Meihoxy-4-[(2i?, 3ii)-2-roethyl-3-(3-methyl-but-2-enyl)-oxiranyl]'l-oxa- 
spiro[2.5]oct-6-yloxycarbonylamino ) -3-methyl-buiyric acid methyl ester, 

2-{(3/?, 45, 55, 6/J)-5-Methoxy-4-U2JJ, 3ii)-2-methyl-3-(3-methyl-but-2-enyl)-oxiranyl]-l-oxa- 
spiro[2.5]oct-6-yloxycarbQnylamino}-3-meihyl-butyric acid methyl ester; 

2-{(3i?, 45, 55, 6i?)-5-Methoxy^-[(2J?, 3J?)-2.methyl-3-(3-methyl-but.2-enyl).oxiranyl]-l-oxa- 
spirot2.5]oct-6-yloxycarbonylamino}-4-methyl-pentanoic acid methyl ester; 

{i3R, 45. 55. 6Jf)-5-Methoxy-4-[(2i2, 3/! )-2-meihyl-3-C3-methyl-but-2-enyl)-oxiTanyl|-l-oxa- 
spiro[2.5]oct-6-yloxycarbonylamino}-phenyl-acetic acid methyl ester; 
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n.Carbamoyl-2-memyl-propyl)-c«rbanuc acid-C3je. 4S, 5S. 6R )-5-me*oxy-4-l(2i?, 3J?)-2- 
meTbyl-3<3-meTbyl-but-2-enyl)W«nyll-l.oxa-spirol2.S]oct.6-yl ester; 

G-Carbamoyl-2.mexhyl-propyl)-carbamic acid-(3/?. 45. 5S, 6R )-5-metho^-4-t(2/i, 3i?)-2- 
inetHyl-3-C3-methyl-bmyl)-oxiranyll-l-oxa-spiro[2.5]oct-6-yl ester, 

(l-Hydroxymethyl-2-metbyl-propyl)-c:arbaxnic acid-(3ii. 4S, 55, 6i?)-5-metboxy-4-t(2J2, 3iJ)- 2- 
meihyl-3-(3-methyl-bat-2-eiiyl)-oxi«nyll-l-oxa-spiro[2.5]oct-6-yl ester; 

2-K3/i 4S 5S. 6ii ).5-Methoxy^-[C2i!. 37J)-2-mexhyl-3-C3.mcthyl-bm-2-enyl).oxiranylM-oxa- 
spiro(2.5]oct-6-yloxycarbonylamiao}.33-diOTelbyl-bmyric acid methyl ester. 

Cyclohexyl-2-(C3^. 4S, 5S. 6i2 )-5-Methoxy-4-[C2i2. 3J?)-2-metbyl-3-(3-metbyl.bm-2-enyl)- 
.ranyl]-l-oxa-spiro[2.5]oct'6-yloxycarbonylaimno}-acetic acid methyl ester; 



oxu 



2.{C3J?. 4S. 5S, 6/i ).5-Methoxy-4-[(2/f. 3/i).2.methyl-3-L3-methyl-bui-2-enyl).oxi«nyl]-l-Qxa- 
spiiut2.5]oci-6-yloxycarbonylamino>-3.methyl-penianoic acid methyl ester; 

[Ml-Carbamoyl.2-bydroxy-etbylcarbamoyl)-2-methyl-propyl]-carbamic acid^SiJ. 4S, SS 6il )- 
5-methoxy-4-[(2^,3J?V2-methyl-3-C3-methyl-but-2^nylJ}^xiranyll-l-oxa-^^^^^ 

ester; 

2-C3-iC3ie. 4S, 5S. 6iJ >5-Metboxy-4^t(2ii. 3ii>2.metbyl-3-(3-meihyl-but-2^yl)-oxiranyn.l- 
oxa-spiro[2.5]oct-6-yl}-areido)-3-mctbyl-butyramide; 

2-{(3ii, 4S, 55, 6J?)-5-Methoxy-44C2i?. 3J?>2-metbyl^3-(3-methyl-b«t-2-eityl)-oxiranyl]-l-Qxa- 
spiro[2.5]oct-6-yloxycarbonylamino}-3-metbyl-butyricacid; 

(ID#31) N^Carbamoyl QR. 45, 55, 6R) 5-methoxy-4-[(2R.3R)2^metbyl-3.(3-methyl-butyl)- 
oxiranyl]-l -□xa-spiro[2.5]QCt-6-yl ester; 

(ID#30) N-Carbamoyl (3JZ, 45, 55, 6R) 5-metboxy-4-[(2R,3R)2-methyl-3-(3-methyl-buiyl)- 
oxiraiiyl]-l-oxa-spiro[2.51oct-6-yl ester; 
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oxiTanyl>l-oxa-spuo[2.5]oct-6-ylesier. 

AC fiP^ 5 methoxy-4-r(2R,3R)2-methyl-3-(3-memyl-bux-2-enyl)- 
(ID#40) N-Carbamoyl (3/i. 4S. 5S, 6ii) 5-memoxy-t ^ j 
oxiranyll-l-oxa-spiro[2.5]oct-6-yl esier; 

Cn>.39) N^Cart^moyl i^R, 4S, 5S. 6.) 5-n.emoxy-4-[(2R,3R)2.me*yl-3<3-memy.^^^^^^^^ 
oxiraiiyl]-l-oxa-spirol2.5]oci-6-yl esier; 

oxvranyll-l -oxa-spiTol2.5]oci-6-yl ester; 

aD#27) N-C3rbamoyU3J?. 45, 5S. 6/?) 5-methoxy-4-[C2R,3R)2-met^^^^^ 
oxiranyl]-l-oxa-spiio[2.5]oct-6-yl ester; 

aD#24K2^-U3i^, 4S, 55, 6/?) 5-methoxy-4.[(2R,3R)2-methyl-3-C3-methyUbux-2-enyl)- 
oxira»yIM-oxa-spiro[2.5]oct-6-yloxycarbouyl} ammo-3-methyl-butanol) ester; 

Cro#36)-C2ii-U3if, 45. 55, 6R) 5-methoxy-4-[t2R,3R)2-methyl-3-(3-methyl-but-2-euyl)- 
Qxir^yll-l-oxa-spiro[2.5loct-6-yJoxycarboayl} a«uno-3-meihyl-butanol) ester; 

CID#37H2;eHC3i?, 45. 55, 6ii) 5-methoxy-4-[C2R.3R)2.tnethyl-3-(3-methyl-but-2-enyl)- 
oxiranylM-oxa-spit«[2.516ct-6-yloxycarbonyl} atnino-S-metbyl-butaaol) ester; 

(ID#38H2«-{t3ii. 45, 55. 6R) 5-rv.cthoxy-4-l(2R,3R)2-methyl-3K3.m«byl-but-2.enyl> 
oxira«ylM'Oxa.5pirol2.5]oct-6-yloxycarbonyU amino-S-metbyl-butanol) ester; aud 

aD#34K2JJ-U3i2. 45, 55, 6Ry 5-methoxy-4-[(2R,3R)2-me*y W3-methyl-but-2-enyl)- 
oxiranyl]-l-oxa-spiro[2.5]oct-6-yloxycarborjyl} ammo-3-methyl-butanol) ester; 

and a pharraacemicaUy acceptable carrier. 

39 (Previously Presented) A method of treating an angiogenic^isease in a subject, 
comprising administerii.g to the subject a therapeutically effecUve amount of a pharmaceutical 
composition comprising the compound of Formula I and a phannaceuticaUy acceptable carrier. 



n 
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pockeiNo-.PPl-lOSCP 



X. 




p 



(I) 

wherein 

A is a MetAP-2 inluDUory corci 
WisOorNR; 

each R is, independently, hydrogen or alkyli 

Z is -C(0)- or -aUcylene-C(0)-; , 

P is NHR, OR or a peptide consisting of o»e to about one hundred ammo actd residt^es 

connected at the N-terminus to Z. r^u r> i.. 

Q is hydrogen, linear, branched or cyclic aJkyl or ary 1, provided that when P ts -OR, Q is 

not hydrogen; 

or Zis-alKylene-0-or-aUiyleae->lCR>. 

P is hydrogen or a peptide consisting of frt>m one to about one hundred amino acd 
residues connected to Z at the carboxyl terminus; „ . ^ , 

Q is hydrogen, linear, branched or cyclic alkyl or aryl, provided that when P is hydrogen. 
Q is not hydrogen; and a pharmaceuiically acceptable salt thereof. 

thereby treating the disease in the subject. 

40. (Original) The method of claim 39, wherein said angiogenic disease is an 
autoimmime disease. 

41. (Original) The method of claim 40, wherein said autoimmune disease is 
rheumatoid arthritis. 

42. (Original) The method of claim 39, wherein sai4 angiogenic disease is cancer. 

43. (Original) The method of claim 39. wherein said subject is a human. 

44. (Canceled) 

12 
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45. (Previously Presented) 1^ method of claim 39, whex^inthe pharmaceutical 
composition is administered to the subject intravenotisly. 

46. CPteviously Presented) The method of claim 39, wherein the pharmaceutical 
composition is administered to the subject intramuscularly. 

47. (Previously Pi^ented) The method of claim 39, wherein the pharmaceutical 
composition is administered to the subject orally. 

48. cCurrently Amended) Hre method of claim 39. wherein the compound of 
Formula 1 is selected from the group consisting of 

iOR 4S, 55. 6iJ)-5-Methoxy-4-[(2/?. 3/i)-2-methyl-3-(3-methyl-but-2-enyl)-oxiranylM-oxa. 
spiro[2.5]oct-6-yloxycarbonylamino}-3-methyl-bui>Tic acid methyl ester; 

2.{0R 4S, 5S, 6i?)-5-Methoxy-4-[{2i2.3ii)-2-methyl-3-(3-metbyl-but-2-enyl)-oxir^ylJ-l-oxa- 
spiro[2.5]oct-6-yloxycarbonylamino}-3-methyl-btttyric acid methyl ester; 

2.{0R, 4S. SS, 6;e)-5.Methoxy-4-lC2/l. 3i?)-2-metbyl-3-C3-metbyl-but-2-enyl)w,xirattyl]-l-oxa- 
spirol2.S]oct-6-yloxycarbonylamino}-4-methyl-penianoic acid methyl ester, 

((3J?, 45, 5S, 6Ji)-5-Methoxy-4-[(2/t, 3ii )-2-methyl-3-t3-methyl-but.2-enyl>oxiranyl]-l-oxa- 
spirot2.S3oct-6-yloxycarbonylaminD}-pbenyl-acetic acid methyl ester; 

Cl.Carbamoyl-2-methyl-propyl)-carbamic acid-t3/?. 4S, 5S. 6R ).5-methoxy-4-[(2/f, 3/?)-2. 
tnethyl-3-(3-methyl-but-2-enyl)-oxiranyl]-l-oxB-spirol2.5]oct-6-yl ester; 

(l.Carbamoyl-2-methyl-propyl)-caTbamic acid-C3/J. 45, 55. 6R ).5.methoxy-4-[C2^. 3ii)-2- 
methyl-3-(3-methyl-butyl)-oxiranyn-l-oxa-spiro[2.5]oct-6-yl ester; 

(l-Hydroxymethyl-2-methyl-Fopyl)-carbamic acid<3/?, 45. 55. 6i?)-5-methoxy-4.[(2^. 37^)- 2- 
methyl-3-C3.meibyl-but-2.enyl)-oxiranyll-l-oxa'spiro[2.5]oci-6-yl ester; 

2-{C3iJ, 45. 55. 6R )-5-MethDxy-4-[(2i?, 3if)-2.methyl-3-(3-methyl-but-2-enyl)-oxiranyl>l-oxa- 
spiro[2.5]oct-6-yloxycarbonylaminol -3.3-dimetbyl-butyiic acid methyl ester; 
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CyclobexyU2-(C3i?. 4S. 5S. 6K )-5-Metbox>^-lC2i^. 3iJh2.metby W3-methyl-but^2.e^ 
oxiranyl>l-oxa.spirol2.51oct-6.yloxycarbonylamino}-aceTic acxd methyl ester, 

2-iC3J? 4S. 55, 6R ).5-Methoxy-4-t(2/?. 3/i)-2-methyl.3-L3-methyl-bat.2-enyl).oxiranyl]-l-oxa^ 
spiro[2.5loct-6-yloxycarbonylamino}-3.methyl-pentanoic acid methyl ester, 

riKl-Carbamoyl-2-hydioxy-ethylcarbamoylh2-methyl-propyl>caT^^ ^^^'Of'"^' >" 
5-methoxy-4-[(2if,3/i>2-metbyl-3<3-metbyl-but-2-enyl»-oxir^^^^^ 

esxer; 

2K3-lC3i«, 45. 55, 6R )-S^MeThoxy-4-K2^, 3iJ)^2-methyl-3-(3-methyl-but-2-enyl)-oxiranyl]-l- 
oxa-spiro[2.5lQct-6-yl)-ureido)-3-methyl-butyranude; 

2-{t3i?, 45. 55. 6«).5-Methoxy-4-[C2ii, 3i?)-2.metbyl-3.(3-metbyl-but-2-enyl)-oxi«nyl]-l-oxa- 
spiro[2.51oci-6-yloxycarbonylaimiio}-3-meihyl-butyrjcacid; 

CID#31)N-Carbamoyl (3J?, 45. 55, 6R) 5-methoxy-4-[(2R.3R)2-metbyl-3-C3-methyl-b«tyl)- 
oxiranyl]- l-oxa-spiro[2.5]oci-6-yl ester; 

(IP#30) N-Carbamoyl (3if, 45. 55. 6R) 5-methoxy^((2R.3R)2.methyl-3-(3-metbyl-butyl)- 
oxiranyll- 1 -oxa-spiro[2 .5)oct-6-yl ester, 

(ID#32) N-Carbamoyl OR, 45, 55. 6R) 5-methoxy-4-[C2R,3R)2-methyJ-3-(3-methyl-butyl)- 
oxiranyl]-! -oxa-spiro[2.5]oct-6-yl esier; 

Cn>#40) N-Carbamoyl (3/J. 45, 55. 6R) 5.n.ethoxy-4-[(2R,3R)2-methyl-3-(3-methyl-b«t-2-enyl)- 
oxiranyl]-l-oxa-spiro[2.51oct-6-yl ester; 

(ID#39) N-Caibamoyl OR. 45, 55. 6R) 5.methoxy-4-[(2R.3R)2-tnemyI-3-{3-methyl-bm-2^nyl)- 
oxiranyl]- 1 -oxa-spiro[2 .5]oci-6-yl ester; 

CID#26) N-Carbamoyl C3JJ. 45. 55, 6R) 5-methoxy-l.[(2R,3R)2-methyl-3-(3-methyl-but-2.enyl)- 
oxirany I]- 1 -oxa-sp»ro[2 . 5]oct-6-yl ester; 
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oxufinyll-l-oxa~spiiot2.5]ort-6-yl ester. 

SS'^-a-^^^^^^ anUno-3-mc*yl.ba«nol) ester, 

(ID#34H2if-i(3ii,4S, 5S, 6R) 5-methoxy-4-[(2R,3R)2.nxethyl-3-(3.methyl-but-2-enyl)- 
oxiTanyl]-l-oxa-spiro[2.5]oc^6-yloxycarbonyll mnmo-3-meihyl-butanol) ester. 



(excelled) 

(Previously Presente4) A phannaceuxical composition comprising a compound of 




and a phannaceutically acceptable carrier, wherein 
Wis O; 

each R is. independenUy hydrogen; 

Q is a linear, branched or cychc CrC6-alkyl; or aiyl; 

Ri isCi-alkoxy; 

Zis-CCO); 

Pis>JHR; 
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49. 
50. 

the structure 
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or a 



ptannaMuticrtly u:ceptable sail thHMf- 



51 (ftcvioudy Prct.„.ed, A pb»mc»utic<a composWon comprismg » compound ot 

the following structure a pbannaceutically acceptable carrier. 

52 CPreviously Presented) A pharn^eutical composition comprising a -"^P^"^^^^ 
structure a-Carbaruoyl-2-n.eth.l-propyl)-carbarnic acid-C3i?, 4S, 55, 6R )-5-memoxy-4-l(2i?. 
)"lC3-C3-metbyl-but-2-enyl)^^^^^^ ^ ' 

pbarmaceutically acceptable carrier. 

53. CPreviously Presented) The phaimaceuucal composition of claim I formtdated as 
a controlled release composition. 

54. (Previously Presented) The composition of claim 53 wherein said controUed 
release formulation is a microcapsule. 

55. (Previously Presented) The pbannaceutical composition of claim 52 formulated 
as a controlled release composition. 

56. (Previously Presented) The composition of claim 55 wherein said controlled 
release formulation is a microcapsule. 

57. (Previously Presented) The pharmaceutical composition of claim I, further 
comprising a supplementary pharmaceuncally active compound. 

58 (Previously Presented) The pharmaceutical composition of claim 57. wherein said 
supplementary pharmaceuucally active compound is selected from the group consisting of 
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cyclodexmn. 

59 (Previously Presented) A merbod for treating an angiogenic disease in a subjecx 

methyl-propyD-caibaimc &cii<3R, 4S, 5S, t>K ) a memo y ^ 
but-2-enyl)-oxiranyn-l-oxa-spiro[2.51oct-6-yl ester. 

60. (Previously Presented) The method of claim 59, wherein said compound is 
administered as a controlled release formulation. 

61. (Previously Presented) Tbc method of Claim 39 wherein the compound of 
Formula I is of the structure 
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